[The effect of ovariectomy in women on metabolism of phenazone].
The studies were aimed to prove the effect of surgical ovariectomy in women with normal estrogen levels on the metabolism of medicaments in the hepatocyte. Phenazone, which has lost its significance as a medicament, was used as a model substance since it is often used as a preparation in the pharmacokinetic investigations. Phenazone levels in sera of women's blood were tested twice. The first test was carried out in the women before the operation which included among other things a surgical ovariectomy. Before the operation, the women manifested normal estrogen levels. The test was repeated 30 days after the operation. Phenazone levels were again tested after oral administration of phenazone in the dose of 18 mg/kg body mass. Before each test, the women were checked twice for the clinical and laboratory parameters of liver functions. Phenazone levels were determined seven times in the blood serum at 3- to 6-hour intervals within 24 hours. The determinations were performed using the Brodie (Brody) method. Average phenazone levels in blood sera were given mathematical analysis in the women before and after surgical ovarlectomy. The two curves were compared to obtain statistically significant differences in most pharmacokinetic parameters. It was shown that sudden drop in estrogen levels due to surgical ovariectomy causes a diminished constant elimination (K), prolongation of half-life (t0.5), an increase in distribution volume (Vd), its reduced derivative (Vd) and increased distribution volume calculated from the area under the curve (VdAUC). It points to the effect of estrogens on the metabolism of medicaments in the liver and indicates a careful dosage of some medicines in chronic use which have a long biological half-life in post-menopausal women and in women following surgical ovariectomy.